The relation between immunohistological findings in biopsy specimens of apparently normal skin, HLA antigens, and rheumatoid factors (RF) was studied in 120 patients with rheumatoid arthritis (RA), selected for treatment with D-penicillamine. Perivascular infiltration (PVI) of more than three mononuclear cells was present in 77 (68%) of 114 patients, accompanied usually by the presence of IgM or C3, or both, in immunofluorescence studies. The number of perivascular cells was associated significantly with the titre of circulating RF. A weak relation of both perivascular cellular infiltration and RF with HLA-DR3 and DR4 did not reach statistical significance. It is concluded that the histological presence of perivascular inflammation is associated mainly with deposition of RF. It is suggested that the first is merely an epiphenomenon of the latter. PVI was not prognostic for the occurrence of the clinical syndrome of rheumatoid vasculitis. For practical purposes skin biopsies do not appear to be useful in the evaluation of individual patients with RA.
Perivascular infiltrates of mononuclear cells, accompanied frequently by deposition of IgM or C3, or both, in immunofluorescence studies, are found in normal appearing skin of 25-65% of patients with rheumatoid arthritis (RA). [1] [2] [3] [4] [5] [6] In healthy controls and patients with osteoarthrosis such abnormalities are absent.3 5 7 The presence of these infiltrates has been associated with extra-articular disease manifestations, seropositivity, and circulating immune complexes, but does not necessarily indicate the clinical syndrome of rheumatoid vasculitis with skin ulcers, nail fold lesions, neuropathy, or gangrene. [1] [2] [3] [4] [5] [6] [7] [8] [9] The importance of these findings is subject to discussion. Some regard it as an epiphenomenon, whereas others think they play a central part in the pathogenesis of RA.3 9 The genetic basis of RA has been demonstrated by the association with HLA-DR4 and also in twin studies."' 12 ity, erosions, and extra-articular features like Felty's syndrome and rheumatoid vasculitis.12-21 Studies of a direct relation between HLA antigens and the presence of PVI have to our knowledge not been reported, though an association of PVI with HLA-DR4 has been mentioned. 22 We took biopsy specimens of apparently normal skin from patients with RA who entered an open study of effectivity and toxicity of D-penicillamine. 23 To evaluate possible associations with side effects HLA typing was performed in most of these patients. These data enabled us to study the relation between histological findings in normal skin, rheumatoid factors (RF), and HLA antigenssubject of the present report. 
Results
Characteristics of all patients, patients who had skin biopsies, and those who were HLA typed showed no important differences. Thus the probability of selection bias in these respects is small (Table 1 ). The number of perivascular cells was significantly increased in patients who also had deposition of IgM or C3, or both, men, seropositive patients, patients with rheumatoid nodules, and patients possessing HLA-DR3 (Table 2) . PVI was also more prevalent in patients with ANF or HLA-DR4, but the level of statistical significance was not reached.
The prevalence of serological abnormalities and rheumatoid nodules was increased slightly in patients having either HLA-DR3 or HLA-DR4, but again differences did not reach statistical significance (Table 3) .
To analyse further the relation of RF and perivascular inflammation as well as HLA-DR antigens patients were divided into groups according to the In conclusion, perivascular cellular infiltration in apparently normal skin of patients with RA is associated with some of the symptoms that mark a more severe disease course. HLA-DR4 has also been associated with these symptoms, but its prevalence is only marginally increased in patients with perivascular inflammation. The perivascular infiltrates are probably secondary to the presence and quantity of circulating RF. It is not likely that skin biopsies will provide a better insight into the prognosis of RA for individual patients. To identify patients with a more severe disease course or a high risk of developing extraarticular symptoms other tests like RF and ANF can be obtained more easily and are probably better discriminators.
